Many populations use medicinal plants as a therapeutic treatment, due to their lower cost and greater access. Among the plant species used for medicinal purposes are those of the genus Morus. The most known species are Morus alba, rubra, and nigra. This review aims to collect data from the literature, predominantly from cell and animal studies, which presents a possible nutraceutical and medicinal potential of the species Morus for use in metabolic dysfunctions. The fruits and leaves of mulberry are used for therapeutic purposes. For scientific confirmation of these effects, they were studied for laxative properties, antibacterial activity, anti-atherogenic activity, and hepatoprotective function. Furthermore, the genus Morus is recognized for the treatment and prevention of diabetes mellitus, through its hypoglycemic action. It may also provide health benefits through immunomodulatory, anti-inflammatory, and anti-nociceptive effects. It has been found that the Morus species have phenolic compounds, flavonoids, and anthocyanins that act as important antioxidants and promote beneficial effects on human health. These phytochemical compounds differ among species. Blackberry (Morus nigra) are rich in flavonoids, while the white mulberry (Morus alba) has low concentrations of flavonoids and anthocyanins. In addition, another important factor is to ensure a complete exemption of toxic risks in the use of medicinal plants for the treatment of diseases. Studies have shown no toxic effects by the administration of extracts of Morus species. Thus, the mulberry tree presents nutraceutical potential. It is therefore a promising alternative for medicinal products based on medicinal plants.
Introduction
Medicinal plants have been used as a therapeutic treatment since 4000-5000 B.C., with reports in different populations, mainly Asian, and applications in the treatment and prevention of different disorders, such as inflammatory processes, intestinal diseases, cutaneous conditions, and even cancer [1] .
The safety and efficacy of medicinal plants have been well-accepted, as seen in traditional long-term use and scientific research [2] . Because of their accessibility, especially compared to modern drugs, plants have become an important part of the primary healthcare system [2] .
Due to the wide variety of species and effects related to their use, studies have sought to identify the mechanisms involved in these processes, mainly those that are related to chronic non-communicable Morus alba 1 Morus nigra 2 Morus rubra 3 In relation to the physical-chemical composition, the species M. alba, M. nigra, and M. rubra present fruits with an average weight between 2.0 and 4.0 g, and a high water content (about 70%). Among the three species, M. alba presents the highest values of pH and soluble solids, indicating a sweeter taste, and it is therefore the most recommended for processing. As for acidity values, there was a similarity between nigra (1.40%) and rubra (1.37%), differing only from white (0.25%) [16] .
The lipid content is low in all species; M. alba has the highest lipid values (1.1%) [16, 18] . The lipid values were higher in mulberry leaves than in fruits, and M. alba had the highest percentage of lipids (6.57%), followed by M. nigra and M. rubra (5.13% and 4.24%, respectively) [19] .
With regard to lipid quality, the fatty acid (FA) profile is mostly linoleic (C18:2) for all species, followed by palmitic acid (C16:0), and a lower content of oleic acid (C18:1), found only in M. nigra and M. alba [16, 18] .
In relation to the protein content, the fruits of the species M. nigra present values of between 8.9 and 10.85%, whereas the species M. alba has higher values (between 10.15 and 13.33%). This shows that the species Morus represents a good source of plant protein that is capable of contributing to the daily recommended intake of proteins [20] .
There is a prevalence of Ca, Mg, Fe, Na, Mn, Zn, Cu, and Se [18] by the evaluation of the minerals that are present in the fruits. In addition, the minerals N, K, and P are found in large quantities [16] . Among the minerals in leaves, M. alba and M. nigra have high iron values (119.3-241.8 mg/kg) and low sodium values (0.01 mg/100 g), and are a good option for individuals who have sodium restrictions in their diet. Other minerals are also found at lower concentrations, such as zinc, calcium, potassium, and magnesium [6] .
In relation to antioxidant properties, the presence of ascorbic acid (vitamin C) stands out, which, among its main functions, prevents and reduces oxidative damage in the organism. Blackberry presents 48.4 mg/100 g of ascorbic acid, approximately eight times higher than white
In relation to the physical-chemical composition, the species M. alba, M. nigra, and M. rubra present fruits with an average weight between 2.0 and 4.0 g, and a high water content (about 70%). Among the three species, M. alba presents the highest values of pH and soluble solids, indicating a sweeter taste, and it is therefore the most recommended for processing. As for acidity values, there was a similarity between nigra (1.40%) and rubra (1.37%), differing only from white (0.25%) [16] .
In relation to antioxidant properties, the presence of ascorbic acid (vitamin C) stands out, which, among its main functions, prevents and reduces oxidative damage in the organism. Blackberry presents 48.4 mg/100 g of ascorbic acid, approximately eight times higher than white mulberry [18] . In contrast, Ercisli and Orhan [16] reported significantly lower values: 22.4 mg/100 mL for white mulberry, 21.8 mg/100 mL for blackberry, and 19.4 mg/100 mL for red berry. Table 1 presents the main nutrients found in the fruits of Morus nigra, alba and rubra. Note: "-" compound not measured in the Morus rubra species.
Phytochemicals
Phytochemicals act as important antioxidants, presenting beneficial effects on human health, especially in the prevention of cardiovascular, inflammatory, and cancer diseases. Among the phytochemical compounds found in the genus Morus, there are mainly flavonoids. Flavonols are groups of flavonoids that are present in the species M. alba and M. nigra. They are divided into 20 types, whose main glycolyzed forms are quercetin, kaempferol, and isoramnetin, which aid in physiological processes in plants, and they act by reducing the risk of DM2 and some types of cancer [5] . The presence of phytochemical compounds is very evident. The species M. nigra and M. rubra have 1.422 and 1.035 mg gallic acid equivalents (GAE)/100 g, respectively, for total phenols, and 276 and 219 mg quercetin equivalents (QE)/100 g, respectively, for flavonoids [16] . Table 2 presents the main studies and phytochemicals found in fruits of Morus nigra, alba and rubra.
The species Morus nigra originate in the Far East region and is widely used in traditional Chinese medicine as a hepatoprotective, hypotensive, antipyretic, analgesic, diuretic, expectorant, and anti-diabetic [21] . A substantial number of phenolic compounds, which may be responsible for antibacterial and antioxidant activities, was observed in a study on the leaves of Morus nigra [22] .
Regarding the chemical composition and pharmacological properties of Morus nigra, its leaves have a high content of flavonoids, tannins, coumarins, polyphenols, and triterpene and steroid substances, which are capable of exerting an estrogenic or progesteronic effect [23, 24] .
The species Morus alba, popularly known as white mulberry, belongs to the family Moraceae. It is found in temperate and subtropical regions of Asia, the Americas, Europe, Africa, and India. Due to the wide geographic distribution, this species presents a great degree of environmental variability that interferes with its physical and chemical characteristics, mainly with the profiles of bioactive compounds such as anthocyanins, carotenoids, and flavonoids [16, 25] . It is a deciduous plant, reaching 10-20 m= in height, which is used for landscaping and gardening in urban areas, and even for the stabilization of sandstones [26] . In most Asian countries, it is cultivated for its foliage, which is used as food for silkworms, as well as for the feeding of herbivorous animals, due to its high nutritional value (mainly proteins), as well as having a pleasant taste [6] .
The red berry (Morus rubra L.), is a deciduous tree of small to medium size, 15-20 m in height, and with leaves measuring between 8 and 15 cm with serrated edges. Its fruits are composed of several drupes, with a dark reddish color and a sweet taste [27] . Like the other species of Morus, it also has medicinal properties [28] . Its aqueous extract is not considered toxic, and it exerts effects that are similar to glibenclamide, an anti-hyperglycemic, significantly reducing the level of blood glucose.
It is also able to act as a protector in lipid peroxidation, causing a decrease in serum and hepatic malonaldehyde (MDA) levels, an increase in the activity of antioxidant enzymes, and a reduction in glutathione (GSH) [29] .
The values of phenolic compounds and flavonoids differ among species due to their genetic characteristics, environmental conditions, and stages of maturation [16] . Blackberry are rich in these antioxidant compounds, whereas white mulberry has low values of flavonoids and anthocyanin values [30] . Cyanidin-3-O-glucoside and cyanidin-3-O-rutinoside are the main anthocyanins found in these species, since rutin is the main flavonoid [31] .
Among the species Morus alba and Morus nigra, there are derivatives of benzoic acid (protocatechuic acid, p-hydroxybenzoic acid, and vanillic acid) and of cinnamic acid (chlorogenic acid and neo-chlorogenic acid) [20] . Other compounds identified in smaller fractions were the derivatives of gallic acid, p-hydroxibenzoic acid, caffeic acid, p-coumaric acid, and ellagic acid [26] . Note: "-" compound not measured in the Morus rubra species.
The leaves also have important nutritional properties that allow for their use in several types of preparations. In the species Morus alba and Morus nigra, the main organic acids that are found are citric and malic acid, the first one at the highest concentrations (32.2-105.5 mg/100 g). In addition, the leaves of Morus alba and Morus nigra have a high content of proteins (13.4-19 .4%), which allows for their use in wheat flour to increase the nutritional value of the food, besides improving stability during storage [6] .
The phenolic extract of Morus alba leaves showed antioxidant activity in vitro, which shows a positive correlation with its total phenolic content of 5.55 mg GAE/g dry weight (DW) and the total flavonoid content of 16.96 mg rutin equivalents (RE)/g DW. The main compounds identified that contributed to the antioxidant capacity were chlorogenic acid, rutin, and catechin [32] .
In relation to the methanolic and acetonic extracts obtained from the fruits of Morus nigra, both showed a higher total antioxidant activity than the fruit extracts of Morus alba. As for the total phenolic compounds, the highest value was found for the acetone extract of Morus nigra (173 mg/g), followed by the methanolic extract of this same species (164 mg/g); the lowest value was obtained for the methanolic extract of Morus alba (119 mg/g) [33] .
In relation to the antioxidant power of the ethanolic extract of different parts of the Morus species, the leaves of Morus nigra had the highest content, followed by the roots of Morus alba and nigra. The extracts of the fruits had the lowest values [34] . Despite the antioxidant potential of these species, it is important to consider whether there is toxicity in their parts, and to evaluate the safety of their use for inclusion in the diet.
Toxicity of the Species Morus
The validity of the use of medicinal plants for the treatment of diseases has been studied, due to their lower cost and greater access by the population. However, their actions do not ensure a complete exemption of toxic risks, with hepatotoxicity being one of the most common problems. Thus, it is important that studies observe the doses and their side effects to ensure the best benefits without risks to those who consume them [35] .
The crude ethanolic extract from the leaves of Morus nigra did not show an expressive anti-proliferative effect in the evaluation of cytotoxicity; that is, it demonstrated an absence of cytotoxic activity [22] . Similarly, the intragastric administration of Morus alba ethanolic extract in rats at the maximum dose of 1000 mg/kg did not cause changes in the behavior of the animals, such as respiratory changes, weight loss, or death, within one week of continuous administration, indicating that there was no acute toxicity in this type of extract and dose [25] .
Administration of higher doses has also been reported by other studies. The effects of the ethanolic extracts from the leaves of Morus alba at five different doses (125, 250, 500, 1000, and 2000 mg/kg) in male and female rats, four times over 14 days of administration (days 0, 10, and 14), and did not cause behavioral changes in the animals, nor were there deaths at any of the doses given [36] .
The toxicity of the ethanolic extract from leaves of M. alba given intra-peritoneally in two doses (300 and 2000 mg/kg) was evaluated for 14 days in Swiss rats. The authors did not observe behavioral changes in the animals, nor were there any deaths. However, changes in the hematological analysis were observed. Both extracts reduced the hematocrit, hemoglobin, mean corpuscular volume (MCV), mean corpuscular hemoglobin (MCH), mean corpuscular hemoglobin concentration (MCHC), lymphocytes, and monocyte rates, and increased the proportion of segmented leukocytes, indicating their influence on the immune system [35] . In another study, the maximum dose of 2000 mg/kg, when given orally, resulted in hematological changes, reducing MCV and MCHC in addition to causing liver changes. On the other hand, the 300 mg/kg dose was shown to be safer without presenting such results [37] .
In genotoxicity assays, doses below 300 mg/kg given orally did not result in differences in the number of micro-nucleated polychromatic erythrocytes when compared to the control group. In addition, there was an increase in micronuclei in groups that received the extract, but this did not differ from the negative control, indicating that the ethanolic extract from the leaves of Morus alba given orally can be considered safe [35] .
These results suggest that the route of administration and the dose of Morus leaf extracts directly interfere with the levels of toxicity offered by the plant, and that oral administration is the most highly recommended. This emphasizes that the extracts can be included in the diet safely. Thus, the therapeutic effects evaluated to date, especially at the cellular level, and within in vivo studies, are approached below, considering different metabolic applications.
Therapeutic Use of the Species Morus
The medicinal properties of the Morus species are popularly recognized in several countries [21, 38] . Parts of the mulberry tree, such as fruits and leaves, were studied to test their therapeutic purposes.
The methanolic extract produced from the dried fruit of Morus nigra at two different concentrations, 30 and 70 mg/kg, was used to test for laxative properties in BALB/c mice of both sexes. The functionality of the extract was evidenced by prokinetic and laxative activities, possibly mediated by the stimulation of muscarinic receptors through a combination of the Ca 2+ channel blocks and anticholinergic effects [39] .
Scientific evidence further suggests that the anthocyanins and flavonoids present in the fruits of Morus nigra have anti-nociceptive and antibacterial activities against some microorganisms, including Escherichia coli, Pseudomonas aeruginosa, and Staphylococcus aureus. These activities could be related to the inhibitory effects on pro-inflammatory cytokines, inducible nitric oxide synthase (iNOS), and NF-kB [30] .
The anti-proliferative capacity and the pro-apoptotic effect of the dimethyl sulfoxide extract of Morus nigra (DEM) was investigated, pointing to the development of new natural therapeutic products against adenocarcinoma cells, since it acts by blocking the cell cycle of PC-3 by inducing the activity of caspases 3 and 7 during the G0/G1 phases. This significantly reduces the number of cells at the S phase, which is important because the cells will not reach the following stages, which involve protein and DNA synthesis [40] .
Obesity is one of the greatest public health problems in the world and treatment options remain very limited due to the side effects associated with conventional therapies. In this sense, the beneficial effect of a standardized composition (UP603) composed of extracts of Morus alba, Ilex paraguariensis, and Rosmarinus officinalis was evaluated in diet-induced obese C57BL/6J mice. It was observed that the animals treated with UP603 showed a decrease in body weight gain, reductions of 65.5% and 16.4% in insulin and leptin, respectively, and a 2.1-fold increase in ghrelin level. In addition, there were reductions of 7.9-21.1% in total cholesterol, 25.4-44.6% in triglyceride, and 22.5-38.2% in low-density lipoprotein (LDL) cholesterol in mice treated with 450-850 mg/ kg UP603 [41] .
The serum levels of total cholesterol, triglycerides, low-density lipoprotein-cholesterol (LDL-c), and very-low-density lipoprotein-cholesterol (VLDL-c) decreased by the use of Morus nigra (210 mg/kg of body weight) fruit ethanolic extract. There was also an increase in the levels of high-density lipoprotein cholesterol (HDL-C) and anti-oxidative enzymatic activities, and a reduction of arterial atherosclerotic lesions in Sprague-Dawley rats fed with a hyper-lipid diet, making it an important option for the prevention and treatment of atherosclerosis [42] . This factor is attributed to its nutritional properties, such as the presence of anthocyanins or the joint action of anthocyanins, polyphenols, and flavonoids ( Figure 2 ) [42, 43] .
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As it is a serious public health problem, drug-induced liver injury has become a challenge for health professionals, the pharmaceutical industry, and drug regulatory agencies [45] . The flavonoids quercetin, luteolin, and isorhamnetin, present in the leaves of Morus nigra, exert hepatoprotective effects. This is because the hydromethanolic extract that evaporated at 70 degrees from the leaves of this mulberry tree produced a significant reduction in the liver enzymes alanine transaminase (ALT), aspartate transaminase (AST), alkaline phosphatase (ALP), and total bilirubin in Swiss mice with paracetamol-induced hepatotoxicity [46] . The antioxidant activity present in Morus may influence lipid oxidation. The ethanolic extract of blackberry fruits eliminates free radicals, including the 2,2-diphenyl-1-picrylhydrazyl radical, hydroxyl, and superoxide anions, and it has a moderate ability to inhibit the oxidation of linoleic acid [44] . In addition, flavonoids, specifically rutin, have positive effects on lipid peroxidation, being able to decrease the content of thiobarbituric acid-reactive substances (TBARS), and to increase the activity of superoxide dismutase (SOD) and the enzyme glutathione peroxidase (GSH-Px) [21] .
As it is a serious public health problem, drug-induced liver injury has become a challenge for health professionals, the pharmaceutical industry, and drug regulatory agencies [45] . The flavonoids quercetin, luteolin, and isorhamnetin, present in the leaves of Morus nigra, exert hepatoprotective effects. This is because the hydromethanolic extract that evaporated at 70 degrees from the leaves of this mulberry tree produced a significant reduction in the liver enzymes alanine transaminase (ALT), aspartate transaminase (AST), alkaline phosphatase (ALP), and total bilirubin in Swiss mice with paracetamol-induced hepatotoxicity [46] .
Non-alcoholic fatty liver disease is characterized by excessive accumulation of lipids in hepatocytes, thus it is one of the most common complications of obesity. The ethanolic extract of Morus nigra fruits improved the hepatic steatosis induced by a hyperlipid diet in C57BL/6J mice by a significant reduction in the presence of lipid droplets in hepatocytes, and a decrease in serum levels of ALT and AST and liver levels of triglycerides and total cholesterol. In addition, the protective effects of the extract were associated with improved glucose tolerance, insulin resistance, and insulin sensitivity, as well as induction of fatty acid oxidation and decreased fatty acid and cholesterol biosynthesis [47] .
In addition, due to the antioxidant and cytoprotective characteristics of leaves of Morus nigra, a study reported the inhibition of the growth of cancerous cells in vitro and in experimental animals treated with methotrexate, in combination with the hydroethanolic extract of mulberry leaves. There was a significant decrease in the activities of ALT, AST, and lactate dehydrogenase (LDH), indicating protection against possible hepatic injuries induced by methotrexate, a drug that accumulates in the liver, where it is metabolized and stored as polyglutamate [48] .
Popularly, fruits, roots, and leaves of Morus alba are used for the treatment of dizziness, insomnia, premature aging, and DM2. They also have a protective effect against atherosclerosis, liver and kidney disorders, and inflammation [25] . The anti-inflammatory activity of the flavonoids present in the mulberry tree, especially quercetin-3-O-glycoside, is attributed to the regulation of the expression of genes that are related to inflammation, such as iNOS and COX 2 , by deactivating NF k B [49] .
Mori Cortex Radicis (MCR) extract dose-dependently reduced serum levels of total cholesterol, triglycerides, and LDL-C, as well as inhibited the activity of ALT, AST, and increased HDL-C in hyperlipidemic Wistar rats. In addition, in vitro biochemistry tests revealed that four active isolates had moderate inhibitory activity against DGAT1, a key enzyme closely related to hyperlipidemia and type 2 diabetes. These results demonstrated that MCR extract can provide a new pharmacological basis for the treatment of hyperlipidemia and diseases related [50] .
People in Asian countries, such as Japan and Korea, use the leaves of Morus alba and Morus nigra as an infusion due to their medicinal properties, which aid in the treatment of diabetes or liver diseases [6] . The use of extracts from other parts of the plant, such as the branches, is beneficial for the treatment of diseases, especially diabetes, due to their hypoglycemic effects [15] .
Therapeutic Use of the Species Morus for DM2
DM is a chronic metabolic disorder characterized by hyperglycemia and changes in the metabolism of carbohydrates, proteins, and lipids. It is associated with increased oxidative stress and damage to the pancreatic beta cells, which affect insulin production and the maintenance of stable levels of glucose in the body [51] . This insulin sensitivity is related to the activation of the protein kinase by adenosine monophosphate (AMPK), which regulates glucose uptake and the energetic homeostasis of the body. In addition, its activation increases the expression of the glucose transporter protein 4 (GLUT4), which reduces hepatic gluconeogenesis and improves insulin sensitivity [14] .
For the treatment of type 2 DM, the use of hypoglycemic agents, such as metformin and rosiglitazone, is necessary to regulate AMPK, and thus decrease blood glucose and improve parameters that are related to hyperlipidemia. However, the use of these drugs may cause side-effects, such as hypoglycemia and poor control of postprandial glycaemia, among others, and thus, there is interest in the search for natural options that minimize such damages [16] .
After 10 weeks of administration to Streptozotocin-diabetic induced mice, the mulberry leaf powder (Morus alba) had a positive effect on fasting blood glucose and insulin levels. The results of Western blot validation exhibited dynamic changes in proteins, such as IGF2, Ly6a, Grb10, and UBD, which may indicate alteration of the insulin receptor substrate (IRS) signaling pathway [52] .
Several studies were carried out with the Morus species in order to test their effects on the treatment of DM2, especially by using the species Morus alba L., as shown in Table 3 . -Reduced fasting blood glucose -Increased insulin sensitivity -Improvement of oxidative state [56] Male Wistar Rats Three groups for six weeks:
Control group Diabetes control HF group Group HF diabetes polysaccharide extract MLPII -Improved glucose tolerance -Restoration of hepatic glycogen and insulin -Improvement in oxidative stress [57] Note: HF: High Fat; Polysaccharide MLPII: water-soluble polysaccharide extracted from mulberry leaves.
The Morus species are recognized for the treatment and prevention of DM2 by its hypoglycemic action, as it increases AMPK and GLUT 4 levels in the plasma membrane [14] . Other mechanisms may still be involved in this process, as well as specific compounds, such as 1-deoxynojirimycin (DNJ), which inhibits α-glucosidase, which, in turn, decreases carbohydrate uptake and thus hyperglycemia [56] .
A reduction of fasting and postprandial glycaemia was observed in the treatment with ethanolic extract of Morus nigra (400 mg/kg/day), which also improved oral glucose tolerance and reduced lipolysis and proteolysis in diabetic rats induced by aloxane. In addition, the extract reduced the marker for oxidative stress by malondialdehyde, and increased levels of the antioxidant glutathione in the liver of animals. The authors relate the results, possibly, to the identified flavonoids rutin, isoquercetin, and kaempferitrin [43] .
Treatment with a hydroethanolic extract of Morus nigra L. leaves improved oxidative stress in alloxan-induced diabetic rats, promoting a reduction in the expression and activity of the metalloproteinase matrix (MMP-2), and the superoxide dismutase/catalase ratio. In addition, the extract reduced blood glucose and increased insulin levels. These effects are due to the antioxidant activities of polyphenol compounds that are present in mulberry [58] .
Sharma et al. [29] investigated the antidiabetic potential of Morus rubra L. leaves, where an antidiabetic action of the aqueous extract of red berry leaves was reported, due to its effect on hyperglycemia, dyslipidemia, and oxidative stress in diabetic Wistar rats induced by streptozotocin. The extract at 400 mg/kg produced a remarkable glycemic control evidenced by the significant reduction in hemoglobin glycosylation with the increase in plasma insulin and C-peptide levels. In addition, it led to a reduction in fasting blood glucose. Furthermore, changed serum lipids in diabetic rats were significantly normalized. There was a reduction in triglycerides, total cholesterol, and LDL-c levels, and an increase in HDL-c levels after treatment with the aqueous extract of Morus rubra L., resulting in the control of dyslipidemia.
In addition, according to the aforementioned results, the antioxidant nature of the extract was observed in the erythrocytes and the livers of animals. There was a significant increase in the activity of superoxide dismutase and catalase enzymes, as well as a reduction in lipid peroxides and glutathione peroxides [29] . The normalization of glycaemia in diabetic subjects is fundamental for treatment, since frequent exposure of tissues to high glucose levels may lead to intracellular changes [56] .
The effects of ethanolic extracts of polysaccharides extracted from fruits of Morus alba were observed in diabetic rats for seven weeks. The animals were divided into four groups: the control group, treated with pure water, treatment with metformin hydrochloride solution (250 mg/kg), and two treatment groups receiving 400 mg/kg of extract with 50% of polysaccharide and 90% of polysaccharide, respectively. As a result, the animals treated with both extracts showed a reduction of 31.9 and 47.5% of the fasting glucose levels, when compared to the control diabetes group. Both extracts affected the lipid metabolism of the animals, leading to a reduction in total cholesterol and triglycerides, an increase in HDL cholesterol, and improved liver function by reducing serum alanine transaminase [25] .
Choi et al. [14] also observed a reduced fasting blood glucose level and an increased insulin sensitivity in diabetic rats receiving methanolic extract (15 mg/kg/day, 0.5%, w/w) of fruits of Morus alba over six weeks. These effects were higher than those found for the group receiving hypoglycemic rosiglitazone (RG), which was associated with an increase in AMPK and GLUT4 levels, and resulted in a greater uptake of glucose by the skeletal muscles, and thus, an improvement in hyperglycemia. These results were attributed to the presence of phytochemical compounds, mainly anthocyanins, which have the potential to decrease blood glycaemia and inhibit the development of complications that are associated with diabetes.
The ethanolic extract of Morus alba branches, and its main bioactive compound, oxyresveratrol, were studied as for their hypoglycemic effects. The reduction in fasting and plasma glucose levels were attributed to the increase in the glucose transporter type 2 (GLUT-2), and the stimulation of hepatic glucose uptake and glycogen storage. These effects were promoted by oxyresveratrol [15] .
White mulberry leaves have nutritional properties. There is a high content of polysaccharides, which increases insulin sensitivity and protects the pancreatic islets from the effects of DM, improving glucose metabolism and protecting the body against damage by oxidative stress. In addition, they improve lipid metabolism, since their deregulation results in changes in insulin levels and glucose metabolism [25, 57] .
In a study using diabetic rats fed with a high-fat diet (HF) and treated with a polysaccharide extract of Morus alba leaves containing mannose, rhamnose, glucose, xylose, and arabinose, biochemical parameters were improved when compared to the untreated diabetic group and the control group. Among the observed results, there was an improvement in glucose tolerance, a restoration of hepatic glycogen levels, an increase in insulin levels, and an improvement of hepatic oxidative stress. In addition, there was expression of the insulin receptor substrate 2 (IRS-2), and a reduction in protein tyrosine phosphatase 1B (PTP1B) in the liver, which are two modulators with opposite functions in insulin signaling [57] .
The administration of an ethanolic extract from leaves of Morus alba at two doses (150 and 300 mg/kg) to diabetic animals for 12 weeks resulted in hypoglycemic effects. In addition to blood glucose reduction, there was a reduction in serum lipid levels, such as total cholesterol and triglycerides. It also provided protection against oxidative damage in the kidneys [53] . A similar result was found in a study where rats received hydroethanolic extracts from the leaves of Morus alba for 12 weeks, and obtained a reduction of insulin, total cholesterol, and triglycerides [3] .
The supply of HF diets and supplementation with two types of extracts (acetylic and ethanolic at 65%) of leaves of Morus alba for diabetic rats over seven weeks showed hypoglycemic effects and an increased insulin sensitivity. The ethanolic extract obtained the best results [55] . Similar to the other results, diabetic rats that received a HF diet treated with ethanolic extract at different concentrations for four weeks presented a greater reduction in fasting glycaemia levels when compared to those that receiving acetone extracts or dried leaves, these being added to the diet (22 mg/g HF diet) [56] . This can be attributed to the higher amounts of total phenols, flavonoids, chlorogenic acid, caffeic acid, rutin, and other phytochemical compounds present in ethanolic extracts [55, 56] .
The consumption of tea of Morus alba leaves is common among Asian populations, due to its effects on blood pressure control, as an anti-inflammatory, and as a renal protector. However, diabetic rats receiving different tea concentrations (0.25 and 0.50%) of leaves of Morus alba had no antidiabetic effects for four weeks, with a worsening of glucose tolerance. The authors attributed this result to the different concentrations used in other studies, besides the environmental influences that the different sites exert, and that directly affect the chemical compositions of the plants. On the other hand, hypolipidemic effects, such as the reduction of total cholesterol, LDL-c, and triglycerides, were observed [54] .
Women with impaired glucose tolerance, receiving 75 g of cooked rice coated with leaf extracts of Morus alba, were reported to have reduced postprandial blood glucose levels when compared to the group receiving plain rice. This result was maintained for 1-2 h post-meal, indicating the hypoglycemic effects of rice coated with Morus alba. The authors mentioned that hypoglycemic effects may occur because of the presence of DNJ, which is present in various bioactive substances, and it found in the leaves of Morus alba [36] . This substance inhibits the enzymatic action of α-glucosidase and mannose dehydrogenase, which decompose disaccharides into glucose, thus affecting the digestion and absorption of carbohydrates, and suppressing postprandial hyperglycemia [56] .
It is further noted that the hypoglycemic effects caused by the extracts of Morus alba, whether from their fruits or leaves, are positive for the treatment of subjects with impaired glucose tolerance or diabetic individuals. In addition, they interfere by improving the effects of metabolic changes during the disease, such as hypercholesterolemia and hypertriglyceridemia [36, 53] .
The ability of mulberry anthocyanin extract (MAE) to improve insulin resistance was evaluated in HepG2 cells and in C57BL6/J mice with genetic backgrounds (db/db). In vitro, MAE improved insulin resistance in HepG2 cells and increased glucose uptake and glycogen content. The enzymatic activities of phosphoenolpyruvate carboxykinase (PEPCK) and glucose-6-phosphatase (G6Pase) were reduced due to PPARγ coactivator 1α (PGC-1α) and forkhead box protein O1 (FOXO1) inhibition. In addition, phosphorylation of protein kinase B (AKT) and glycogen synthase kinase-3β (GSK3β) in model cells was recovered after treatment with MAE, leading to a positive regulation of glycogen synthase 2 (GYS2), and this effect was blocked by phosphatidylinositol-3-kinase (PI3K). In vivo, MAE supplementation (50 and 125 mg/kg body weight per day) markedly decreased blood glucose, serum insulin, leptin, triglyceride, and cholesterol levels and increased levels of adiponectin in db/db mice. Improvement of metabolic parameters was in part associated with the impact of MAE on activating AKT and downstream targets in liver, skeletal muscle, and adipose tissues [59] .
Therapeutic Use of the Species Morus for Inflammation
Pharmacological studies have shown that mulberry may provide health benefits through immunomodulatory and anti-inflammatory effects [60] , as well as anti-nociceptive effects [30] . Inflammation is an immune defense mechanism, and in this process, a variety of chemical mediators, which are also underlying pain, are released, including cytokines [31] .
The anti-inflammatory activity of the methylene chloride extract of leaves of Morus nigra, investigated at different doses (100 and 300 mg/kg) in adult male rats, was evidenced by the reduction of carrageenan-induced edema in the legs of animals, and by a significant inhibition of granulomatous tissue formation. The chemical compounds isolated from the extract of Morus nigra, betulinic acid, β-sitosterol, and germanicol may have been responsible for the positive actions obtained [61] .
The anti-nociceptive activities of fruit extracts of Morus nigra, Morus mongolica, and Morus alba were found in mice of the Kunming lineage. The cyanoidin-3-O-glycoside (C3G) anthocyanin and the flavonoids rutin (Ru) and isoquercetin (IQ), present especially in Morus nigra, were the main constituents active in the anti-nociceptive process. They contributed to the significant reduction of inflammatory cytokine IL-6 levels, the inhibition of iNOS synthesis, and increased expression of the anti-inflammatory cytokine IL-10. These inflammatory biomarkers are associated with pain [30] .
The anti-inflammatory and anti-nociceptive properties of total flavonoids found in fruits of Morus nigra were also analyzed, based on ear edema and paw edema in mice induced by xylene and carrageenan, respectively, and formalin test and enzyme-linked immunosorbent assay (ELISA) to detect pro-inflammatory cytokines (IL-1β, TNF-α, IFN-γ, and NO) in the serum of mice. The results evidenced that concentrations of 50 and 100 mg of total flavonoids of Morus nigra per kilogram of animal weight have anti-inflammatory and analgesic effects, which may correlate with their antioxidant activity and inhibit or significantly eliminate pro-inflammatory cytokines [31] .
In the inflammatory process, a variety of chemical mediators are released from the damaged tissue, including excitatory amino acids, hydrogen ions, peptides, lipids, and cytokines [62] . Pro-inflammatory cytokines damage tissues, causing redness, heat, swelling, and pain, which are the classic clinical signs of inflammation [63] .
Inflammation in obese and diabetic individuals has been frequently reported, and traditionally, different parts of Morus alba are used for the treatment of these symptoms [35] .
The leaf hydroethanolic extract of Morus alba, when administered for 12 weeks in animals receiving a HF diet at a dose of 200 mg/kg of body weight, was responsible for reducing serum lipids and inflammatory cytokines, which are commonly high in obese individuals. Among the cytokines that showed a reduction were IL-1β, IL-4, and TNF-α. A reduction in ALT and AST levels was also observed. They are important serum markers of liver function [3] . The reduction in ALT and AST levels was also satisfactory in diabetic rats receiving the leaf extract of Morus alba (480 mg/kg) for 21 days [36] .
The effects of different doses of ethanolic extract of leaves of Morus alba under acute inflammation were evaluated, and they showed a reduction in leukocyte migration when compared to the negative control (saline solution). In addition, the results were shown to be similar to the anti-inflammatory indomethacin. These results were attributed to the presence of chlorogenic acid and flavonoids that control the expression of NF k β, and that prevent oxidative stress related to inflammation. They also play an important role in the signaling of inflammatory cytokines [35] .
The effects of inflammation of leaves and fruit extracts of Morus alba were also observed in obese animals after 12 weeks of treatment, where there was a normalization of the NLRP3 inflammatory protein during the early stages of healing and accelerated healing when compared to animals that did not receive supplementation with the extracts. NLRP3 plays a key role in the induction of inflammation progression, since it triggers inflammatory cascades and decreases angiogenesis during the wound healing stages. Its control generates an improvement in the installed inflammation [64] .
Peng et al. [65] also found effects under the inflammatory markers during the administration of different concentrations (0.5, 1, and 2%) of leaf extracts of Morus alba in animals with non-alcoholic liver steatosis. As a result, supplementation was found to reduce the inflammatory marker TNF-α, but it did not change the IL-6 levels. There was also a reduction in the serum leptin levels, and an increase in adiponectin levels. This increase in adiponectin, which acts as an anti-inflammatory agent, has been considered as a factor for the improvement of inflammation caused by steatosis in animals [65] .
These results suggest that extracts from different parts of the species Morus alba and nigra show a reduction in the markers of inflammation in different parts of the organism.
Conclusions
The species Morus (mulberry) presents a nutraceutical potential. It is therefore a promising alternative for medicinal products based on medicinal plants. The studies presented in this review evidenced that, due to phenolic, flavonoid, and anthocyanin compounds, the species Morus provides health benefits related, for example, to immunomodulatory, anti-inflammatory, and anti-nociceptive activity. It may also serve as a source for the development of new therapeutic proposals for the prevention or treatment of metabolic dysfunctions related to obesity, especially DM2.
